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Claim Rejections - 35 USC § 112 
Claims 1-3, 6, 22, 24, 27, 28, 30, 31, 33 and 35-39 are rejected under 35 U.S.C. 112, 
second paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention, 

i) The term "substituted" without saying which substituents are intended is indefinite. One 
skilled in the art cannot say which substituents are permitted and which ones are not. 

ii) The term "heteroaryl" is indefinite because it is not known how many atoms are present, how 
many and what kind of heteroatoms are involved, what size ring is intended and how many rings 
are present. 

iii) The term "carbocyclic" is indefinite because it is not known what kind of a ring is intended 
(monocyclic? Bicyclic? Spiro? Fused? Bridged? Saturated? Unsaturated?). 

iv) The phrase "pharmaceutically acceptable derivatives" is indefinite because one skilled in the 
art cannot say what derivative is intended. 

v) The nature of the additional ingredients in claim 28 is not known. 

Note that compounds, corresponding compositions, a method of use and a process of 
making that are of the same scope are considered to form a single inventive concept under PCT 
Rule 13.1, 37 CFR 1.475(d). Claims 1 and 28 are not so linked as to form a single inventive 
concept. 

Claims 1-3, 6, 22, 24, 27, 28, 30, 31, 33 and 35-39 are rejected under 35 U.S.C. 1 12, first 
paragraph, because the specification, while being enabling for a pharmaceutical salt, does not 
reasonably provide enablement for solvates of the compound of formula I. The specification 
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does not enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make the invention commensurate in scope with these claims. Applicants have not 
shown how one skilled in the art can arrive at a given solvate. None of the compounds made are 
crystallized out as solvates. Arriving at a given solvate is not routine experimentation because it 
is unpredictable. One cannot make any solvate or hydrate of a compound. 

Claims 1-3, 6, 22, 27, 28, 30, 31, 33 and 35-39 are rejected under 35 U.S.C. 1 12, first 
paragraph, because the specification, while being enabling for using the compounds of claim 24, 
does not reasonably provide enablement for using the compounds of claim 2. The specification is 
not adequately enabled for the scope of fiised rings that have diverse atoms at A, B, D and E and 
differing ring systems fiised to the pyrimidinone. Compounds made and tested represent the 
scope of claim 24, not claim 2. The specification does not enable any skilled pharmacologist or 
physician to use the invention commensurate in scope with these claims. The factors to be 
considered in making an enablement rejection have been sunraiarized above, 
a) Determining if any particular claimed compounds with the different ring heteroatoms and 
multitudes of substituents would be active would require synthesis of the substrate and 
subjecting it to testing with Applicants' ATPase assay. Considering the large number of 
compoxmds to be made this is a large quantity of experimentation, b) The direction concerning 
the claimed compounds is found in Scheme 3a, page 43, which merely states Applicants intent to 
make and use such compounds, c) hi the instant case none of the working examples contains any 
radical beyond a quinazolinone substituted by chloro at the 7-position, a benzyl at the 3-position 
and an ethyl or propyl substituted methylene linker linking it to a 1,4-diazepinone. None of these 
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working examples contain a basic or acidic group. None of these contain electron deficient 
hetero aromatic rings. There are no multiple bonds either, d) The nature of the invention is 
inhibition of KSP and treatment of human diseases with Applicants' compounds. This involves 
physiological activity. The nature of the invention requires an understanding of the KSP binding 
activity of small ligands and the ability of those compounds to inhibit KSP, In view of the 
unpredictability of receptor binding activity and claimed divergent substituents with varied 
polarity, size, and polarisability, the skilled physician would indeed question the inclusion of 
such diverse rings, commensurate in scope with these claims. Also see the MPEP § 2164.03 for 
enablement requirements in the structure sensitive arts of pharmacology and medicinal 
chemistry, e) The state of the art is detailed knowledge of the receptor is lacking. No X-ray 
structure of the receptor is known and the structural requirements of ligands to this receptor are 
poorly understood. The six-membered benzene ring of Applicants' working example 
quinazolinone compounds is non-basic. The pyridine ring, pyrimidine ring, and the pyrazine ring 
of the rejected compounds are strongly basic, basic, and weakly basic respectively. The pyridine 
ring and the pyrazine ring of the rejected compounds are hydrogen bond acceptors. The benzene 
ring of Applicants working examples is not. The pyridine ring and the pyrazine ring of the 
rejected compounds are pi-electron deficient. The benzene ring of Applicants working examples 
is not. There is no reasonable basis for the assumption that the myriad of compounds embraced 
the present formula (11) will all share the same biological properties. For example, the rings 
include N with extra basic sites. The rings include thiophene with additional polarizable S atoms. 
The diverse claimed fiised heteroaryl rings are chemically non-equivalent and there is no basis in 
the prior art for assuming in the non-predictable art of pharmacology that structurally dissimilar 
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compounds will have such activity. In re Surrey 151 USPQ 724. Compounds made and tested 
represent the scope of claim 24. 

f) The artisan using Applicants invention to treat diseases with the claimed compounds would be 
a physician with a MD degree and several years of experience. He would be unaware of how to 
predict a priori how a changing a heterocycUc ring would affect biological activity. In view of 
the divergent rings with varied basicity, steric hindrance, and polarisability, the skilled physician 
would indeed question the inclusion of such fused rings, commensurate in scope with these 
claims, g) Physiological activity, is well-known to be unpredictable. In re Fisher, All F.2d 833, 
839, 166 USPQ 18, 24 (CCPA 1970) (contrasting mechanical and electrical elements with 
chemical reactions and physiological activity). See also In re Wright, 999 F.2d 1557, 1562, 27 
USPQ2d 1510, 1513 (Fed. Cir. 1993); In re Vaeck, 947 F.2d 488, 496, 20 USPQ2d 1438, 1445 
(Fed. Cir. 1991). h) The breadth of the claims includes all of bilhons of compounds of formula 
(II). Thus, the scope is very broad. The present claims embrace various heterocyclic radicals, 
which are not art-recognized as equivalent. The specific compounds made are not adequately 
representative of the compounds embraced by the extensive Markush groups instantly claimed. 
MPEP 2164.01(a) states, "A conclusion of lack of enablement means that, based on the evidence 
regarding each of the above factors, the specification, at the time the application was filed, would 
not have taught one skilled in the art how to make and/or use the full scope of the claimed 
invention without undue experimentation. In re Wright, 999 F.2d 1557,1562, 27 USPQ2d 1510, 
1513 (Fed. Cir. 1993)." That conclusion is clearly justified here. Thus, undue experimentation 
will be required to practice Applicants' invention. 
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Claim 30 is rejected under 35 U.S.C. 112, first paragraph, as failing to comply with the 
enablement requirement. The claim contains subject matter which was not described in the 
specification in such a way as to enable one skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and/or use the invention. This claim would read on KSP 
inhibition in vitro, KSP inhibition in mammals with below normal KSP activity, KSP inhibition 
in mammals with normal KSP activity, or in asymptomatic mammals with up-regulated KSP 
activity. The specification fails to teach any benefit to be gained firom such actions. Is extensive 
experimentation required on the part of a potential infiinger to determine if his use of Applicants' 
inhibitor falls within the limitations of applicants' claim? In re Kirk andPetrow, 153 USPQ 48 
(CCPA 1967). As the Supreme Court said in Brenner v. Manson, 148 USPQ at 696: "a patent is 
not a hunting license. It is not a reward for the search, but compensation for its successfiil 
conclusion." As U.S. Court of Customs and Patent Appeals stated In re Diedrich 138 USPQ at 
130, quoting with approval firom the decision of the board: "We do not believe that it was the 
intention of the statutes to require the Patent Office, the courts, or the pubUc to play the sort of 
guessing game that might be involved if an applicant could satisfy the requirements of the 
statutes by indicating the usefiilness of a claimed compound in terms of possible use so general 
as to be meaningless and then, after his research or that of his competitors has definitely 
ascertained an actual use for the compound, adducing evidence intended to show that a particular 
specific use would have been obvious to men skilled in the particular art to which this use 
relates." 
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Claims 31 and 33 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification does not reasonably provide enablement for treating the diseases embraced by these 
claims. Claims 31 and 33 are drawn to the treatment of cancer. The specification does not 
provide enablement for the treatment of cancer generally. No compound has ever been found that 
can treat cancers generally even though massive efforts have been directed towards this end. 
Since this assertion is contrary to what is known in oncology, proof must be provided that this 
revolutionary assertion has merits. Nearly all anticancer drugs are effective against only a limited 
group of related cancers. Therefore, a compound effective against cancer generally would be a 
revolutionary exception. Applicant is asserting that he succeeded where others have failed. 
Where extensive efforts have all failed, it is reasonable for the Patent and Trademark Office to 
require proof that the claimed invention actually works for this specific utility. It is well 
established that a utility rejection is proper when scope of enablement is not reasonably 
correlated to the scope of the claims. (In re Vaeck 20 USPQ2d 1439, 1444, In re Ferens 163 
USPQ 609). 

In re Buting 163 USPQ 689 establishes that even clinical tests showing that a compound 
found to be usefiil in the treatment of two types of cancers was not sufficient for a much broader 
range. 

Inflammation is a process that can take place in virtually any part of the body, there is a 
vast range of forms that it can take, causes for the problem, and biochemical pathways that 
mediate the inflammatory reaction. There is no common mechanism by which all, or even most, 
inflammations arise. Mediators include bradykinin, serotonin, C3a, C5a, histamine, leukotrienes, 
cytokines, and many, many others. Accordingly, treatments for inflanunation are normally 
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tailored to the particular type of inflammation present, as there is no, and there can be no "magic 
bullet" against inflammation generally. 

Patent protection is granted in return for an enabling disclosure of an invention, not for 
vague intimations of general ideas that may or may not be workable. Tossing out the mere germ 
of an idea does not constitute enabling disclosure. Genentech Inc. v. Novo Nordisk 42 USPQ2d 



Any inquiry conceming this communication or earlier commimications from the 
examiner should be directed to Bruck Kifle, Ph.D. whose telephone nimiber is 571-272-0668. 
The examiner can normally be reached Tuesdays to Fridays between 8:30 AM and 6:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mr. James Wilson can be reached on 571-272-0661. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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